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Studies on crude drugs and their products for standardization

Working group for draft monographs of Kampo formulas was held 5 times in this year. Draft
new monographs of Goreisan Extract was discussed and provided to the Japanese Pharmacopoeia
Committee on Crude Drugs. According to the revision of assay for glycyrrhizin content on JP17,
revised drafts of assay and specification of glycyrrhizin contents for 24 Kampo formulas

which contain Glycyrrhiza Radix were discussed and provided to the Japanese Pharmacopoeia



Committee on Crude Drugs. Additional revision draft of identification test for Bofutsushosan
Extract targeting for Kasseki was also provided. As newly listing candidates on JP18, monograph
drafts of Byakkokaninjinto Extract and Gosyuyuto Extract were discussed

Identification methods using thin—layer chromatography (TLC) were developed for the crude
drugs for which identification test by TLC is not available in the Japanese Pharmacopoeia
(JP). Identification methods by TLC were established for Safflower, Trichosanthes Root,
Platycodon Root, Euodia Fruit, Clove and Sinomenium Stem and Rhizome. Validity of the methods
was confirmed for representative crude drugs in the market

Commercial COPTIDIS RHIZOMA crude drugs of JP grade which were cultivated in China and
Japan were purchased for chemical analysis using LC/MS and multivariate analysis. Comparison

of Japanese v.s. Chinese products revealed 3 compounds which were specific to Chinese ones

Studies on crude drugs and their products for efficacy and safety assurance

Working group meeting for standardization of single crude drug extract products was held
4 times in this year. As newly listing candidates on standardization of single crude drug
extract products, 11 items were discussed. Drafts of identification method and assay method
(quantitative method) of the items were made, and their availability were also investigated.

We discussed about review and reform of current approval standards for OTC Kampo formulation
in cooperation with the experts. The experts made several suggestions of changing the name
of Kampo formulas, additional medical claims and additional formulations.

The behavior of alisols, the main constitutes of Alismatis Rhizoma that composes
hachimi jiogan extract, was examined in gastric juice. We observed that alisols easily suffered

from the substitution and/or hydrolysis in the acidic condition.

Studies on crude drugs and their products for quality assurance

The investigation on the contamination of the crude drug with heavy metals was carried out
for the quality control of the crude drug. About six extracts based on Kampo formula,
tokishakuyakusan, hangeshashito, otujito, kakkonntokasekyushinni, daisaikoto and maoto,
examination for the contamination with Hg, Pb, Cd and As were carried out.

Quantitative performance of the limit test for heavy metals by visual contact is evaluated
with spectrophotometric and colorimetric method. Solutions of various heavy metals reacted
with Sodium Sulfide TS were measured at the same time by spectrophotometer or color meter,
and taken pictures. Photographs of color reaction presented difference in concentration of
heavy metals gave modest difference in color, objectively. Only in Lead (Pb), absorbance of
400 nm, lightness (L*) and color co-ordinate (b%*, yellow-blue) suggested good quantitative
linearity. Absorbance and b% suggested that coexistence with Copper (Cu) influenced color
reaction of Pb, objectively.

We investigated how to control purity of a hydroscopic reagent by using its humidity
conditioning before gNMR. As the model compound ginsenoside Rgl was used. The results showed
that it was important to keep the following four conditions: keeping it in humidity controlling
desiccator as long as possible at constant temperature, weighing at the designated temperature
condition if possible under controlling humidity, measuring gNMR with a high sensitivity
probe, and using a deuterated solvent hardly containing water. Furthermore, we confirmed that

the purity of a commercial reagent having a purity value determined by gNMR varied according



to the humidity at weighing when the reagent was weighed under different humidity conditions
In addition, we determined the target signals for gNMR of sinomenine, 10-hydroxy—2-(E)-decenoic
acid and ferulic acid which are non— hydroscopic compounds and did their validation experiments.

As the results, these compounds are vendible as reagents with their purity values

Studies on international harmonization on crude drugs and their products

As a part of research on international harmonization on crude drugs, we have attended the
14th meeting of FHH Standing Committee held in Nanning, China. We have gathered information
on up—to—date status on regulation of crude drugs and herbal medicines, and also, information
on reports made by member countries on three sub—committees, Nomenclature and Standardization,
Quality Assurance and Information, and Adverse Drug Reaction. In addition, we have
accomplished construction of comparative table on identification methods (TLC method) between
Japanese Pharmacopoeia, Chinese Pharmacopoeia, and Hong Kong Chinese Materia Medica Standards

and reported at the 14th meeting.
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